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7 ESTROGENS FOR MENOPAUSAL SYMPTOMS 
F 
n The claim that Premarin (Ayerst), a conjugated equine estrogen, is effec- 
- tive in controlling spontaneous hemorrhage was questioned in a recent issue of 
ols The Medical Letter (2:28, 1960). The principal use of Premarin is not for bleed- 
le ing, however, but for the treatment of menopausal symptoms; and various estro- 
genic hormones, including Premarin, have shown their effectiveness in control- 
ling the vasomotor symptoms associated with the menopause. 

Not all menopausal symptoms are amenable to estrogen therapy. In fact, 
only amenorrhea and the flushes and sweats resulting from vasomotor instability 
can be related to estrogen depletion. Many of the symptoms appearing after the 

m menopause are due to thyroid disorders, diabetes, hypertension and other dis- 

d orders which become increasingly common at this time of life. Some menopausal 
een symptoms are related to the psychologic stresses which the menopause brings into 
ce focus, with various somatic manifestations and occasional involutional psychosis. 

ne 


OTHER THERAPY - In some cases, vasomotor symptoms will respond to re- 
assurance by the doctor or to the use of sedatives such as the barbiturates or 
chloral hydrate. When symptoms are distressing, however, and when they fail 
in to respond to reassurance and to sedatives, estrogens should not be withheld for 
‘i fear of undesirable effects. Contrary to the often-voiced opinion that reliance on 
the estrogens delays final adjustment to the menopause, these hormones can help 
the patient make an easier adjustment to complete estrogen depletion. 





A thorough medical check-up should always precede the initiation of estrogen 
therapy, and some psychological appraisal is also desirable. The doctor who 
treats a patient with estrogens invites trouble if he fails to recognize the pres- 
ence of such conditions as hyperthyroidism or involutional melancholia. 


The synthetic estrogens such as diethylstilbestrol are just as effective as the 
natural ones, such as Premarin; they are less expensive, their estrogenic effects 
are qualitatively identical, but they are considered by some clinicians to be more 
likely to cause gastric distress. Effectiveness is simply a matter of dosage, and 
as great or as little effect as is desired can be obtained with any preparation by 
proper adjustment of the dosage. Except, perhaps, for greater placebo effect, in- 
jected estrogens have no advantage over oral ones, and they have the obvious dis- 
advantages of expense and inconvenience. 
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Any of the estrogens, synthetic or natural, may provoke undesirable changes 
in the breasts, and they may cause edema, stress incontinence, and reactivation 
of migraine and of endometriosis. These reactions are rarely severe enough to 
prevent successful estrogen therapy of vasomotor symptoms, however. Although 
there is no conclusive evidence that estrogens have caused cancer in human be- 
ings, some physicians prefer to avoid estrogen therapy in patients with a family 
history of breast or uterine cancer. 


CHOICE OF PREPARATIONS - In the very small doses used to control meno- 
pausal symptoms, the side effects of the synthetic estrogens are not a serious 
problem. For most patients, therefore, diethylstilbestrol USP should serve as 
well as any other preparation, and it is the least expensive of all of them. If di- 
ethylstilbestrol should cause nausea or vomiting, natural estrogen can be substi- 
tuted; or if cost is of no concern, therapy can be started with a natural estrogen. 
In addition to the conjugated equine estrogens (sodium estrone sulfate), the nat- 
ural products include ethinyl estradiol USP. 





A daily dose of 0.25 mg. of diethylstilbestrol USP (Stilbetin - Squibb; and 
other brands), which costs about 2¢, usually controls vasomotor symptoms satis- 
factorily. The equivalent dose of sodium estrone sulfate (Premarin - Ayerst; 
Amnestrogen - Squibb; Conestron - Wyeth) is 0.625 mg. (about 7¢). The equiv- 
alent dose of ethinyl estradiol USP (Estinyl - Schering; Eticylol - Ciba; Lynoral - 
Organon) is 0.02 mg. (about 3.5¢). Doses for menopausal symptoms are less 
than one-fourth the full estrogenizing doses. Occasional reduction or omission 
of dosage will help determine whether estrogen is still necessary. 


GRISEOFULVIN - A NEW APPRAISAL 





Continued experience with griseofulvin (Griseofulvin - Ayerst; Fulvicin - 
Schering; Grifulvin - McNeil) since the last Medical Letter review of this impor- 
tant new anti-fungal agent (1:61, Aug. 21, 1959) has borne out some of the initial 
enthusiasms and has brought some disappointments. Just how this oral antibiotic 
inhibits the growth of fungi on the skin is still not known, though it appears to 
localize in the keratin and act on the fungi without being absorbed by them. 





TINEA CAPITIS AND ONYCHOMYCOSIS - The excellent initial results in the 
treatment of tinea capitis with griseofulvin continue to be achieved, and this dis- 
order probably represents the most important indication for the drug. Nail in- 
fections have been successfully treated but still require dosage over a period of 
many months; the average for fingernails is five to six months, but toenails may 
require almost twice that much time before clearing occurs. When T. rubrum is 
the infecting organism, the nail may show a relapse in the midst of therapy. 





TINEA PEDIS - The treatment of tinea pedis with oral griseofulvin has proved 
to be particularly frustrating. New lesions, which may develop even after the cul- 
tures have become negative, probably represent an "id" reaction. Topical ther- 
apy,» including mechanical and chemical (as with salicylic acid) removal of infected 
keratinous structures is, therefore, still necessary. In fact, such therapy is prob- 
ably useful as an adjunct to oral griseofulvin therapy for other forms of tinea as 
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well. Topical therapy with griseofulvin itself is still being investigated, but ef- 
fective topical preparations have not yet been developed. 


DOSAGE - The average daily adult dose of griseofulvin remains 250 mg. 
orally three or four times aday. Although single-dose and intermittent-dosage 
schedules are being studied, regular daily dosage is still recommended. 


SIDE EFFECTS - Because griseofulvin therapy may be prolonged, as in the 
treatment of nail infections, the problem of chronic toxicity continues to receive 
attention. In addition to such effects as urticaria and angioedema, sometimes 
severe, the so-called neurotoxic reactions are also being reported - reactions 
such as headaches, occasional vertigo and, rarely, transient diminution of hear- 
ing- These reactions, which occur chiefly in the adult, usually disappear when 
the:drug is discontinued. Gastric discomfort with nausea and diarrhea (rarely 
bloody) are occasionally reported. Hematologic and allergic reactions are very 
infrequent. Secondary monilial infections which may occur in folds of the skin in 
patients treated with griseofulvin require control by topical measures. Experi- 
mental studies still show no evidence of testicular changes in man, despite the de- 
velopment of such changes after massive intravenous doses in animals. Photo- 
sensitization from griseofulvin therapy was reported recently. While it is clearly 
not free of harmful effects, griseofulvin continues to be a drug of low toxicity in 
the dosages ordinarily used. Nevertheless, because it is still too new to permit 
a full evaluation of all potential hazards, it should not be used for local mild fun- 
gous infections responsive to treatment with topical anti-fungal agents. 





Griseofulvin is of no value for deep and systemic fungous infections, and it 
should not be used for yeast infections. Recent experimental work by Dr. Jan 
Schwarz in the Laboratory of Mycology at the College of Medicine of the Univer- 
sity of Cincinnati has shown griseofulvin to be of no value in experimental sporo- 
trichosis in animals. Laboratory studies have shown the development of resist- 
ance to griseofulvin by some fungi; resistance has not been observed clinically, 
however, despite the common practice of giving repeated courses of the drug. 
The price of griseofulvin tablets has been reduced somewhat since its introduc- 
tion. Thirty 250-mg. tablets now cost about $8, and 100 tablets about $20. 


PABALATE 





Combinations of salicylates and para-aminobenzoic acid (PABA) have been 
promoted for many years as analgesics and antirheumatic agents. A typical claim 
for one of the more widely advertised of these (Pabalate - Robins) is that they are 
"better than salicylates alone" because of the "synergistic" effects of the two drugs. 
Pabalate and many other combinations of the two drugs (Pabasyl - Ives; Pabirin - 
Dorsey, etc.) also contain ascorbic acid. The combining of para-aminobenzoic 
acid with salicylates stems largely from an experimental study by R. M. Salassa, 
etal. (J. Lab. & Clin. Med., 33:1393, 1948), showing that para-aminobenzoic 
acid (a metabolite essential for bacterial growth) in doses of 24 grams a day along 
with a single dose of 3 grams of sodium salicylate produced a sustained, elevated 
plasma salicylate level. This observation was confirmed by R. J. Hoagland (Am. 





J. Med., 9: 272, 1950). 
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The total amount of PABA received by patients taking the recommended aver- 
age daily dose of Pabalate (2 tablets four times a day) would be 2.4 grams (along 
with 2.4 grams of salicylate) or only one-eighth the potentiating ratio described 
by Salassa and Hoagland. There is no evidence to show clinically significant ef- 
fects when this amount of PABA is combined with salicylates. The manufacturer 


cites a number of clinical reports attesting to the superiority of Pabalate over so- gen aie 
dium salicylate or aspirin in the treatment of rheumatic disorders; fione of these = 
provide convincing evidence, however. In another study (J. L. Hollander and Vol. « 


T. N- Harris, Am. J. Med. Sci., 221:398, 1951), 4 grams of salicylate com- 
bined with 4 grams of PABA raised the plasma salicylate level, but not enough 
to give more effective relief of pain or arthritic symptoms than salicylates alone. 








Because Pabalate tablets are enteric-coated, antirheumatic effects are not 
"prompt" as claimed, but may be delayed three to four hours (R. T. Smith, J. - 
Lancet, 70:192, 1950). The same author reports that three patients experienced 
no relief from Pabalate, and in these patients the intact tablets were recovered 
in the stool. Intact elimination per anus is a common failing of the enteric-coated 
type of tablet. 


NE ce 


The inclusion of ascorbic acid in salicylate combinations also has little sci- 
entific justification. To support the "essentiality of ascorbic acid" the Pabalate 
brochure states that adrenal "cortical tissue...has a high concentration of ascor- 
bic acid and cholesterol, and that these are depleted when the glands are stimu- 
lated, for example, by corticotropin or salicylate."' Investigations have shown, 
however, that salicylates in large dosage do not stimulate the adrenal cortex 
(D. M. Bachman, et al., Ann. Rheum. Dis., 15:385, 1956). In fact, in the 
same Robins brochure one reads, "Salicylates... do not significantly affect the 
urinary excretion of ascorbic acid or deplete the body supply of this vitamin." 








A NOTE ON DIABINESE 





The hazard of diabetes therapy with chlorpropamide (Diabinese - Pfizer) has 
been the subject of a good deal of controversy as the result of conflicting testi- 
mony before the Kefauver committee. Nothing that has been said, however, al- 
ters the fact that the toxicity of Diabinese is much greater than that of tolbutamide 
(Orinase). The recommended oral dosages have been reduced, and the incidence 
of toxic reactions is lower than it was originally, but the lower dosages have not 
eliminated occasional serious toxic effects. (Early experience with Diabinese 
was discussed in the March 20, 1959 issue of The Medical Letter.) 








Dr. James M. Moss, who was critical of some of the views on the hazards 
of Diabinese expressed at the Kefauver hearings, was one of the authors of a re- 
port (D. E. DeLawter, et al., JAMA, 171:1786, Nov. 28, 1959) which puts the 
problem in excellent perspective. These authors recommend that the use of Di- 
abinese be restricted to patients who have become refractory to Orinase. They 





report a beneficial response in 20 per cent of such patients. ''This response is 

often poor, however," they add, "and requires administration of large doses of 
the drug, with a definite, increased risk of liver damage.... We have never seen ae 
harm come from the administration of tolbutamide." - P. H. L. | MAI 
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